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DETAILED ACTION 

1. Applicant's amendment, remarks, and 1.132 declaration of 
Inventor Naparstek filed 6/29/08 are acknowledged. 

2. Claims 8-13, are being acted upon. 

3. In view of Applicant's amendment the previous rejection 
under the first paragraph of 35 U.S.C. 112 has been withdrawn. 

4. As set forth previously, the priority date of the instant 
application is its filing date, 4/04/2001. 

5. The following is a quotation of 35 U.S.C. 103(a) which 
forms the basis for all obviousness rejections set forth in this 
Office action: 

(a) A patent may not be obtained though the invention is not identically 
disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the prior 
art are such that the subject matter as a whole would have been obvious at 
the time the invention was made to a person having ordinary skill in the 
art to which said subject matter pertains. Patentability shall not be 
negatived by the manner in which the invention was made. 

6. Claims 8-13 stand rejected under 35 U.S.C. 103(a) as being 
unpatentable over Gaubitz et al . (1999) in view of U.S. Patent 
No. 6,228,363 and Madaio et al . (1996). 

As set forth previously, Gaubitz, M., et al. teaches a method of 
treating lupus comprising extracorporeal column immunoadsorption of a subject's 
plasma for the removal of pathogenic antibodies. The reference further teaches 
that dsDNA-Ab play a "pivotal" role in the pathogenesis of SLE and that their 
removal proved useful for the treatment of the disease (see particularly 
Introduction and Discussion) . 

The reference teaching differs from the claimed invention only in that it 
does not teach a method employing a column comprising the R38 peptide nor the use 
of a Sepharose™ column. 

The '363 patent teaches that the R38 peptide is derived from laminin and 
is recognized by pathogenic lupus antibodies (see particularly column 3, lines 13- 
19) . 

Madaio et al. teaches that dsDNA-Ab from lupus patients also recognize 
laminin (see particularly Abstract) . 

It would have been prima facie obvious to one of ordinary skill in the art 
at the time the invention was made to perform a method of treating lupus 
comprising extracorporeal column immunoadsorption of a subject's plasma for the 
removal of pathogenic antibodies, as taught by Gaubitz et al., employing the R38 
peptide of the '363 patent. One of ordinary skill in the art at the time the 
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invention was made would have been motivated to employ the R38 peptide on an 
immunoadsorption column given the teachings of Madaio et al. that dsDNA-Ab from 
lupus patients also recognize laminin and the '363 patent that the R38 peptide is 
derived from laminin and is recognized by pathogenic lupus antibodies. Note that 
Claim 8 is included in the rejection because various types of immunoadsorber 
matrices (including Sepharose™) for column chromatography were well-known in the 
art at the time of the invention. The choice of any particular immunoadsorber 
matrix would have comprised only routine optimization of the claimed method and 
would have been well within the purview of one of ordinary skill in the art at the 
time of the invention. Note that new claim 10 does not recite any new limitations 
because all ligands are coupled to Sepharose™ in some sort of "coupling buffer" 
(an ordinarily skilled artisan would know that Sepharose™ could not used in a dry 
form for column chromatography because column chromatography employs the flow of 
liquid through the column) . 

As stated in the rejection, the extracorporeal column immunoadsorption of a 
subject's plasma for the removal of pathogenic antibodies was known in the art. 
Substituting a ligand known to bind said pathogenic antibodies for the ligand of 
the primary reference would have been expected function for the binding and 
removal of said pathogenic antibodies from the plasma. 

Applicant argues unexpected results and further argues unexpected results 
need not be disclosed in the specification. 

It is well established that the assertion of unexpected properties in the 
course of prosecution is not as persuasive as when said results are disclosed in 
the specification. As set forth in In re Davies and Hopkins 111 USPQ 381 (CCPA 
1973), the court held that evidence alleging unexpected properties need not be 
considered after filing because it properly belonged in the specification as 
filed: 

"There is no specific statutory requirement that compels applicant to 
disclose all properties of chemical compounds or compositions in his application; 
insofar as statute is concerned, only disclosure requirements are in first 
paragraph of 35 U.S.C. 112; however, public will derive the most benefit from a 
patent when it discloses on its face those properties or utilitarian advantages 
which were ultimately persuasive on question of nonobviousness" . 

While a case of prima facie obviousness can be rebutted by a showing of unexpected 
results, said results properly belong in the specification. Much the same as in 
this case, the court stated: 

"Apparently it was only in the face of the rejections based on this art that 
appellants were moved to attempt to distinguish the properties obtained using the 
copolymer as a toughening agent versus using a homopolymer of butadiene". 

The court concluded: 

"Nevertheless, the public will derive the most benefit from a patent when it 
discloses on its face those properties or utilitarian advantages which were 
ultimately persuasive on the question of nonobviousness. However, when, as here, 
an applicant has satisfied the requirements of § 112, we would be reluctant to 
require him to disclose more unless it could be done without prejudice to him. But 
if the applicant can be required to include the properties in his specification 
without prejudice to him, a compromise is reached upon which the evidentiary 
ruling can be based". 
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Further, a proper showing of unexpected results would also include both 
statistical evidence and a comparison to the most closely related prior art, 
neither of which are provided here. 

Applicant cites the 9/17/07 1.132 declaration of Inventor Naparstek. 

The Inventor states in paragraph 8 that the claimed method has been 
performed on two patients and that in a single patient, "As shown in Figure 12, 
the level of anti-VRT (R38) antibodies decreased after the Luposorb™ apheresis and 
returned to the original levels after more than 5 weeks." In paragraph 10 the 
Inventor states, "As stated in paragraph 8 above, the continuing decline in 
antibody levels is an unusual and unexpected result, one that could not have been 
predicted from the disclosure of any of the references cited, nor any reference 
known to me". 

First note that the Inventor's statements are unclear and confusing in that 
paragraph 10 refers to a conclusion that is not drawn in paragraph 8. Regardless, 
a review of the data of Figure 12 reveals that it is not statistically significant 
and thus is of questionable probative value. Further, there is no comparison to 
the closest prior art and no showing that the decline in antibody levels is 
actually unexpected. Finally note that it appears that a rebound effect is 
demonstrated wherein antibody levels are actually higher at day 58 than they were 
pretreatment . If said data were to be found to be persuasive said data might 
necessitate a rejection for lack of enablement. 

Applicant cites the additional 1.132 declaration of Inventor Naparstek of 
12/10/07 . 

The Inventor cites two references, Gokhale et al. and Grainger et al., to 
argue that an antibody rebound effect often follows plasmapheresis. The Inventor 
further argues that the rebound effect was not seen with the method of the instant 
claims . 

As set forth in Grainger et al . the antibody rebound effect after the 
removal of all antibodies from a subject's plasma has been observed previously. 
Thus, sound scientific reasoning and common sense would dictate that improved 
plasmapheresis methods would seek to avoid this effect. Clearly, the concept of 
removing only pathogenic antibodies from a subject's plasma comprises the next 
logical step and does not require great insight. Thus, the claimed method would 
have been obvious to the ordinarily skilled artisan at the time of the invention. 

The value of post-filing results submitted only in an attempt to overcome 
an obviousness rejection has been discussed above. Further regarding the instant 
results, however, it is unclear whether or not the antibody rebound effect is 
actually avoided with the method of the instant claims. Note that the effect was 
not seen in the patient of the Inventor's 9/17/07 declaration until day 58 post 
plasmapheresis. In the data of the instant declaration the post treatment 
antibody levels are disclosed only after "one month". Accordingly, it is unclear 
what the antibody levels might rise to after two months or longer. 

Applicant's arguments, filed 6/29/08, have been fully 
considered but they are not persuasive. Applicant discusses the 
Gaubitz et al . reference and argues that it differs from the 
claimed invention in that it does not teach the removal from 
plasma of lupus-specific antibodies. 
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Applicant's argument is noted. It is the combination of 
the three references that results in the obviousness of the 
method of the instant claims. Also note that there is nothing 
novel regarding the removal of specific antibodies from a 
solution employing a column comprising an antibody's antigen. 
Said removal is referred to as immunopurif ication and has been a 
routine laboratory practice for decades. 

Applicant argues that "the statement that "removal of 
pathogenic antibodies was known" is not exactly correct". 

The statement stands and it is correct. The fact that 
Applicant prefers a statement of his own choosing has no bearing 
on the factuality of the Examiner's position. 

Applicant argues the "there is no guarantee" that anti-R38 
antibodies that bind R-38 on an ELI SA plate would bind R38 on a 
column . 

There would be every expectation of success and Applicant 
has offered no evidence that this routine practice would not 
work. Applicant's allegations of unpredictability in a field 
that has produced highly predictable results for decades are not 
persuasive . 

Applicant again argues unpredictable results citing 
additional results provided by the Inventor in a new 1.132. 
declaration, and states that a comparison to the closest prior 
art cannot be done. 

Applicant's new results are noted, but given Applicant's 
incredible statement it is clear then that Applicant cannot 
demonstrate unpredictable results. Accordingly, the results 
cannot be considered to be sufficient to overcome the finding of 
obviousness. An attorney's mere statement that results are 
unexpected is not persuasive. 

Applicant asks the Examiner to explain Applicant's results. 

Applicant is advised that it is not the Examiner' s burden 
to explain Applicant's results. 

Applicant rejects the holdings in Davies and Hopkins and 
cites Knoll v. Teva . 

Applicant may reject the court's holdings but they stand 
never the less. Regarding Knoll v. Teva, the fact pattern in 
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the case is quite different from that in the instant case. 
First, the application did cite surprising results (which is not 
the case here) . Second, the issue was technical in nature, 
i.e., whether or not a summary judgment by a district court was 
proper (it was not) . Third, the court ruled regarding the new 
submission of unexpected results in "response to a litigation 
attack", not in the prosecution of a patent application. 
Finally, the court simply reversed and remanded the case to the 
district court for further review. 

Regarding a more recent case, in one of the few obviousness 
cases post KSR Int'l. Co. v. Teleflex Inc., 127 S. Ct . 1727 
(2007), the court held in Leapfrog Enterprises Inc. v. Fisher- 
Price Inc., 82 USPQ2d 1687 (Fed. Cir. 2007) that even with a 
showing of "substantial" secondary considerations an invention 
can still be held to be obvious. Thus, in the instant case the 
combination of routine methods, that have been repeatedly and 
predictably employed for decades, is still obvious even in light 
of Applicant's asserted secondary unexpected results that 
Applicant states cannot be compared to the closest prior art and 
shown to actually be unexpected. 

7. No claim is allowed. 

8. THIS ACTION IS MADE FINAL. Applicant is reminded of the 
extension of time policy as set forth in 37 CFR 1.136(a) . 

A shortened statutory period for reply to this final action 
is set to expire THREE MONTHS from the mailing date of this 
action. In the event a first reply is filed within TWO MONTHS 
of the mailing date of this final action and the advisory action 
is not mailed until after the end of the THREE-MONTH shortened 
statutory period, then the shortened statutory period will 
expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated 
from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than 
SIX MONTHS from the mailing date of this final action. 

9. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Dr. 
Gerald Ewoldt whose telephone number is (571) 272-0843. The 
examiner can normally be reached Monday through Thursday from 
7:30 am to 5:30 pm. A message may be left on the examiner's 
voice mail service. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, Eileen 
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O'Hara, Ph.D. can be reached on (571) 272-0878. 

10. Please Note: Information regarding the status of an 
application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR 
or Public PAIR. Status information for unpublished applications 
is available through Private PAIR only. For more information 
about the PAIR system, see <http://pair-direct.uspto.gov>. 
Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (EBC) at 866-217-9197. 



/G.R. Ewoldt/ 
G.R. Ewoldt, Ph.D. 
Primary Examiner 
Technology Center 1600 



